Overexpression of LATS2 results in G2/M arrest via inhibition of Cdc2 kinase activity (8) , inhibition of G1/S transition via downregulation of cyclin E/Cdk2 kinase activity 2 (9), and induction of apoptosis via downregulation of apoptotic inhibitors such as Bcl-2 and Bcl-xL (10) . Deletion of LATS2 in flies (11, 12) and mice (13) Expression of LATS2 is downregulated in several human cancer cells (14) (15) (16) (17) 18) . The mechanisms for the down-regulation have been the subject of substantial interest. It has been reported that expression of LATS2 in breast cancer (14) , astrocytoma (17) and acute lymphoblastic leukemia (18, 19) (23) . The destabilizing function of AREs is believed to be regulated by ARE binding proteins (24 RNAs were cross-linked to the membrane and detected using streptavidin-horseradish peroxidase binding and chemiluminescence.
SDS-PAGE analysis and immunoblotting-
Proteins were resolved by SDS-PAGE, (Fig. 3B) , the luciferase activity was inhibited (Fig. 3C) .
However, the luciferase activity was not inhibited by transfection of the empty vector into 293 EBNA cells (Fig. 3C) . On the contrary, when A549 cells with high expression level of TTP were treated with siRNA against TTP to down regulate TTP expression ( Fig. 2A) , the luciferase activity was significantly increased (Fig. 3D ). These results demonstrate that the 3'UTR of LATS2 mRNA is important for TTP-mediated downregulation of LATS2 expression.
ARE3 within the LATS2 3'UTR is
essential for TTP inhibitory effect. Our next goal was to determine the regions within the (containing ARE1-ARE4), and Frag-ARE-3-6 (containing ARE3-ARE6) responded to TTP similarly although slightly less than the whole Frag-ARE-1-6 construct (Fig. 3E ).
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These results suggest that ARE2, ARE3, and/or ARE4 within the LATS2 3'UTR are responsible for the inhibitory effect of TTP.
To determine which AREs are essential for the inhibitory effect of TTP, we prepared oligonucleotides: Oligo-ARE2 (containing ARE2) and Oligo-ARE-3/4 (containing AREs 3 and 4) (Fig. 3A) . While Oligo-ARE-2 did not respond to TTP, Oligo-ARE3/4 responded to TTP (54% inhibition) (Fig. 3E ).
ARE3/4 contains two ARE motifs, and to determine which of them is responsible for the response to TTP, we prepared single or double mutants of these motifs (Fig. 3A) .
Both the double mutant and the ARE3 mutant prevented the TTP inhibitory effect ( 
